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I -(CH2)n,-SR^ -(CH2)m-S(0)R^ or -(CH2)m-S{0}2R', 

\aryl, unsubstituted or substituted by one or more substituents, selected from 
haibgen. 

trifluoramethyl, lower alkyi, lower alkoxy, cyano, hydroxy. -NR*R'\ nitro, 
-{CH2))5R\ ^C(0)NR'R", -C(0)OR' or-C(0)R', 

m) is a fivfe or six membered aromatic heterocycle, containing one to four 
heteroatomi 

selected fromN^, O or S and , unsubstituted or substituted by one or more 
substituents, seWted from halogen, trifluoromethyl. lower alkyl. lower alkoxy, 
cyano, hydroxy, -NR'R", nitro, -(CH2)nOR', -C(0)OR', -C(0)NR'R" or-C(0)R'. 
n) is a five or six mernbered non-aromatic heterocycle of the formula 



which may contain one adottionai heteroatom. selected from N. O or S, 
R7R" are hydrogen, hydroxy\ower alkyl. cycloalkyi 
or aryl, wherein the lower alkylNcydoalkyI or aryl group is unsubstituted or 
substituted by at least one substituent. fleeted from halogen, 

trifluoromethyl. lower alkyl, lower aJkoxy, cyano, hydroxy. -NR'"R"", nitro, 
-(CH2)nOR"', -C(0)NR"'R"", -C(0)oV or"C(0)R"', 

R'"/R'"' are Independently from each G{her hydrogen, lower alkyl, cycloalkyi or 

aryl, 

R^ is hydrogen, cyano, hydroxy, halogen, Vifluoromethyl, -C(0)OR', -OC(0)R or 
aryl, unsubstituted or substituted by at least^ne substituent, selected from 
halogen, 

trifluoromethyl, lower alkyl, lower alkoxy, cyano,\iydroxy, -NR'R", nitro, 
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and 



-(dH2)nOR', -C(0)NR'R", "C(0)OR' or-C(0)R\ or is a five or six membered 
het^aryl group, containing one to four heteroatoms, selected from N, O or S, 
unsuMtituted or substituted by at least one substituent, selected from 
halogenMrifluoromethyl, lower alkyi, lower alkoxy, cyano, hydroxy, -NR'R", nitro, 
-(CH2)nOR^-C(0)NR'R", -C(0)OR' or-C{0)R\ 

R^ is hydrogfen, lower alkyl. trifluoromethyl, or aryl, wherein the lower alkyI or aryl 
group is unsuostltuted or substituted by at least on© substituent, selected from 
halogen, trifluorornethyl, lower alkyl, lower alkoxy, cyano, hydroxy, -NR'R", nitro, 
-C{0)NR'R", -(ChVoR'. -C(0)0R' or-C(0)R\ or is a five or six membered 
heteroaryl group, cotataining one to four heteroatoms, selected from N, O or S 

is unsubstituted or substituted by at least one substituent, selected from halogen, 
trifluorornethyl, lower alky\ lower alkoxy, cyano, hydroxy. -NR'R", nitro, 
-(CH2)nOR', .C(0)NR'R", -OfO)OR' or-C(0)R', 
R^ is -C(OHCH2)mOH or an W)igfo^^ 
R^ is hydrogen, lower alkyl. Tower alkoxy, halogen or CF3; 
R^/R^' are hydrogen, lower alkyl or form together with the 
carbon atom to which they are attaVied a cycloalkyi group; 
rVr'^' are hydrogen, halogen, CF3, l\wer alkyl or lower 
alkoxy: 

R and R^ or R"* and R"^' may be togetherYCH=CH"CH=CH-, unsubstituted or 
substituted by one or two substituents selected from lower alkyl, halogen or lower 
alkoxy; 

X is -C(0)N(RV. (CH2)pO-, -(CH2)pN(R^)\-N(R^)C(0)- or --N(R^)^(CH2)p-; 
wherein R^ is hydrogen or lower alkyl; 
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is 1 or 2; 
m\ isO, 1,2, 3 or 4; 
o \ is 1 or 2; and 
p \ is 1 or 2; 



or a pharmacteutically acceptable acid addition salt thereof 



(Original) \\ compound of the formula 



wherein 

R is hydrogen or halogei 
r1 is -{C^C)mR^'or-(CR'=jSJR")mR 
wherein R^ is 

a) halogen, 

b) cyano, or the following gro\ips: 

I. 

c) , 

d) -C(0)NR'R". 

e) -C(0)0(CH2)mR'. 

f) -C(0)R=, 

g) -N(0HHCH2)mR^ 
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i-NR'C{0HCH2)r.R', 

\)\i[c(oyR% 

k) -^V -S(0)R^ or -S(0)2R^ 

I) aryl, u*;^substituted or substituted by at least one substituent, selected from 
halogen, 

trifluoromethvl, lower alky), lower alkoxy, cyano, hydroxy, -NR'R", nitro, 
-(CH2)nOR\ -C;(0)NR'R", -C(0)OR' or-C{0)R', 
m) is a five or sii^ membered heteroaryl grc>up, containing one to four 
heteroatoms, 

selected from N, O W S and is unsubsituted or substituted by at least one 
substituent. selected tronri halogen, trifluoromethyl, lower alkyi, lower alkoxy, 
cyano. hydroxy, -NR^R'Vnitro, -(CH2)nOR', -C(0)OR\ -C(0)NR'R" or-C(0)R', 
n) is a five or six membered non-aromatic heterocycle of the formula 



aryl, 



or a five or six membered non-atomatic heterocycle containing one additional 

heteroatom, selected from ISI, O o\s, 

R7R" are hydrogen, lower alkyI, cycbalkyl or aryl, 

unsubstituted or substituted by at leak one substituent, selected from halogen, 
trifluoromethyl, lower alky), lower alkoxAcyano, hydroxy, -NR"'R"", nitfx), 
-(CH2)nOR'". -C(0)NR""R'"', -C(0)OR"' oV-C(0)R'". 

R"7R"" are independently from each other Wdrogen, lower alkyI, cycloalkyl or 

R^ is hydrogen, cyano, hydroxy, halogen, trifluotomethyl, -C(0)OR' or aryl, 
unsubsituted or substituted by at least one substnuents, selected from halogen. 
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and 



t^uoromethyl, lower alky(, lower alkoxy, cyano, hydroxy, -NR'R", nitre, 
-(CHAOR', -C(0)NR'R", -C(0)OR' or"-C(0)R*, or is a five or six membered ' 
lieteroaryl group, containing one to four heteroatoms. selected from N, O or S 
and is urteubstituted or substituted by at least one substjtuents, selected from 
halogen, trifluoromethyl, lower alkyi, lower alkoxy, cyano, hydroxy, -NR'R", nitra, 
-(CH2)nOR', -te(0)NR'R", .C{0)OR* or"C(0)R', 
R is hydrogen, Nower alkyI, trifluoromethyl, or aryi, 

unsubsituted or substituted by at least one substituents, selected from halogen, 
trifluoromethyl, loweKalkyI, lower alkoxy, cyano, hydroxy, -NR'R", nitro, 
-C(0)NR'R". -(CH2)„oV -C(0)OR' or -C(0)R', or is a five or six membered 
heteroaryl group, contairtifig one to four heteroatoms, selected from N, O or S 

is unsubstituted or substltuteCJ by at least one substituent, selected from halogen, 
trifluoromethyl, lower alkyI, lowW alkoxy, cyano, hydroxy, -NR'R", nitro, 
-(CH2)nOR'. .C(0)NR'R", .C(0)d5' or-C{0)R', 
R'' is -C(0)-(CH2)mOH or an oxo grbjp; 
R^ is hydrogen, lower aikyi, lower^lkoxy, halogen or CFj; 
R^/R^' are hydrogen, lower alkyI or forrmogether with the 
carbon atom to which they are attached ascycloalkyi group; 
R^IR^' are hydrogen, halogen, CF3, lower dl|cyl or lower 
alkoxy; 

R and R^ or R'* and R*" may be together -CH=CH.CH=CH-, unsubstituted or 
substituted by one or two substituents selected ^rat^ lower alkyI, halogen or lower 
alkoxy; 

X is -C(0)N(R')., (CH2)pO-. -(CH2)pN(R«)- -N(R')b(0)- or -N(R°)-(CH2)p-; 
wherein R is hydrogen or lower alkyI; 
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is 1 or 2; 
Js 0 to 4; 
0 1 or 2; and 

p isNor2; 
or a pharmaceutloaily acceptable acid addition salt thereof. 



3. (Original) Acompound of fonnula lA according to claim 1, 




lA 



wherein 

is halogen, -(CH2)mCN, -CYO)0-[ower alkyl. -(CH^UOH, 
"N(OH)(CH2)n,OH, -N(R)C(0)-(CH2)^OC(0)-lower afl^l. 

-N[C(0)^cycloalkyl]2, -N(R)C(0)-(Cld2)mOH. pyridin"2,3,4-yl or phenyl, unsubstltuted or 
substituted by lower alkyl. lower alkdxy or hydroxy or is morphoHnyl or piperazinyl, 
substituted by-C(OHCH2)mOH or ox\ group(s), 
R is hydrogen or lower alkyl; 
R^ is lower alkyl or halogen; 
R^/R^ are hydrogen or lower alkyl; 
X is -C(0)N(R^)- or -N(R^)C(0)-; 
R^ is hydrogen or lower alkyl; and 
m is 1 or 2, 



(Original) A connpound according to claim \having the formula 
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^4 

6^ 



wherein and are as delRned above. 




1-100 



5. (Original) A compound ac\^rding to claim 4, further comprising R^ being lower 
alkyl. 

6. (Original) A compound accordln^to claim 5 further comprising R^ being 2- 
methyl. 

7. (Original) A compound according to claim 6 further comprising R^ being an 
unsubstituted or substituted five or six membered non-aromatic heterocycle 
containing at least one nitrogen or one nitrogen and one additional hetero atom 
selected from the group N, O or S. 



8. (Original) A compound according to claim 7 wheVein the compound is N-(3.5- 
Bl8-trifluoromethyl-benzyl)-6-(4-hydroxyacetyl-pipera2in-l\fl)-N-methyl-4-o-tolyl- 
nicotinamide. 
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^ ^ 9. (OriginaO^^^^coQi^nd according to claim 7 wherein the compound is 4-o-Tolyl- 
y ^ 1 \2\3\6'-tetrahydro-[2,4Tbipyf^^ acid (3,6-bls-trif luoromethyl-benzyl)- 

methyl-amide. 



10. (Withdrawn) A compound according to claim 6 further comprising being aryl 
substituted by at least one substituent. 

11. (Withdrawn) A compound according to claim 10 wherein the compound is N-(3,5- 
Bis-trifluoromethyI-benzyl)-6-(4-methoxy-phenyl)-N-methyl-4H>tolyl-nicoO 

12. (Withdrawn) A compound according to claim 10 wherein the compound is N- 
(3,5-Bis-trifluoromethyl-benzyl)-6-(4-hydroxymethyl-phenyl>-N-methyl-4-o-tolyl- 
nicotinamide. 



13. (Original) A compound according to claim 6 further comprising being a five or 
six member hetero aryl grofcip containing one to four heteroatoms substituted by at least 
one substitent. 



14. (Original) A compound accOTding to claim 1 3 wherein the compound is 2'- 
Methyl-4-o-tolyl-[2,4]bipyridinyl-5-carM^ylic acid (3,5-b[s-trifluoramethyl-benzyl)-methy|. 
amide. 

15. (Original) A compound according to clahqi 13 wherein the compound Is N-(3,5- 
Bis-trifluon3methyl-ben2yl)-N-methyl-6-(3-methyl-K^2,4]oxadiazol-5-v^)-4^^^ 
nicotinamide 
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1 6. (Withdrawn) A compound according to claim 6 further comprising being 
unsubstltuted hetero aryl. 

17. (Withdrawn) A compound according to claim 16 wherein the compound is 4-o- 
Tolyl-[2,4']bipyrldinyl-5'Carboxylic acid (3,5-bis-tnfluoromethyl-benzyl)-methyl-amide. 

18. (Withdrawn) A compound according to claim 1 6 wherein the compound is 4-o- 
Tolyl-[2,3']bipyridinyl-5'Carboxylic acid (3,5-bis-trlfluoromethyl-benzyl)-methyl-amide, 

19. (Withdrawn) A compound according to claim 6 further comprising being 
cyano. 

20. (Withdrawn) A compound according to claim 19 wherein the compound is N- 
(3,5-Bis-trifluoromethyl-ben2yl)-6-cyanomethyl-N-methyl-4-o-toIyl-nicotinamide. 

21. (Withdrawn) A compound according to claim 6 further comprising R"* being - 

(CH2)m-S(0)Rl 

22. (Withdrawn) A compound according to claim 21 wherein the compound is (RS)- 
N-(3,5-Bis-trifluoromethyl-benzyl)-6-(2-hydroxy-ethanesulflnylmethyl)-N-methyl-4' 
o-tolyl-nicotinamide. 

23. (Withdrawn) A compound according to claim 21 wherein the compound Is (RS)- 
N-(3,5-Bis-trifluoromethyl-benzyl)-N-methyl-6-(pyridine-2"Sulfinyl)-4H>toly^ 
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24. (Withdrawn) A compound according to claim 6 further comprising being -0 

25. (Withdrawn) A compound according to claim 24 wherein the compound is N- 
(3,5-Bls-trifluoromethyl-ben2yl)-6-hydroxymethyl-N-methyl-4-o-tolyl-nicotlnamide. 




26. (Withdrawn) A compound according to claim 24 wherein the compound is N-(3,5- 
Bis-trifIuoromethyl-benzyl)-6-(3-hydroxy-propoxy)-N"methyl-4-o-tolyl-nicotlnam]de. 



27. (Withdrawn) A compound according to claim 6 further comprising R^ being 

]. 

R 

Wherein R', R", R^ and m are as above. 

28. (Withdrawn) A compound according to claim 27 wherein the compound is N- 
(3,5-Bis-trifluoromethyl-ben2yi)-6-(3-cyano-propyi)-N-methyl-4-o-toiyl-nicQtinamide. 

29. (Withdrawn) A compound according to claim 6 further comprising R^ being - 
(CH2)m-SR^ and m is as above. 

30. (Withdrawn) A compound according to claim 29 wherein the compound Is N- 

(3,5-Bfs4rifluoromethyl-benzyi)-N-methyl-6^(1-methyl-1H-imldazol-2-ylsutfanyimethyl)-4. 
o-tolyl-nicotinamide. 

31 . (Withdrawn) A compound according to claim 6 further comprising R^ being - 
(CH2)m-S(0)2R®, with m and R® as above. 
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32. (Withdrawn) A (impound according to claim 31 wherein the compound is N-(3,5- 
Bls-trifIuoromethyf-benzyl)-N-methyl-6-(pyridine-2-suIfonyl)-4-o-tolyl-nicotinamide. 

33, (Withdrawn) A compound according to claim 4 further comprising R"" and 
being halogen. 




34. (Withdrawn) A compound according to claim 33 wherein the compound Is N- 
(3,5-Bls-trifluoromethyl-benzyi)-6-chloro-4-(4-fluoro-phenyl)-N-methyl-nicotinamide. 




36. (Withdrawn) A compound according to claim 35 further comprising R"* being 
halogen. 



37. (Withdrawn) A compound according to claim 36 wherein said halogen is 
chlorine. 
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38. (Withdrawn) A compound according to claim 37 wlierein thie compound is 2- 

(3,5-Bls-trffluorometliyl-phenyl)-N-(6-chloro-4-o-tolyl-pyridrn-3-yl)-N'metliyl- 
isobutyramide. 



39. (Original) A compound according to claim 35 further comprising fR2 being 
halogen. 

40. (Original) Axompound according to claim 39 wherein said halogen is 2-Chloro. 

41 . (Original) A coiW)ound according to claim 40 wherein the compound is 2-(3,5- 

Bis-trifluoromethyl-phenyi)-N-{4-(2-chIoro-phenyl>6-[hydrx)xy-(2-hydroxy-ethyl)-amino]- 
pyridln-3-yl}-N-methyl-isobU^ramide. 

42. (Original) A compound according to claim 40 wherein the compound is 2-(3.5- 

Bis-trifluoromethyl-phenyl)-N-[4.(2^chloro-phenyl)-6-(3-oxo-morpholln-4-yl)-pyridin-3-yl]- 
N-methyl-isobutyramide. 

43. (Original) A compound accordinW claim 40 wherein the compound is 2-(3,5- 

Bis-trifluoromethyl-phenyl)-N-[4-(2-chloro^henyl)-2*-methyl-[2.41bipyridinyi-5-ylJ-N- 
methyl-isobutyramide. 

44. (Original) A compound according to claih;i 35 further comprising R2 being lower 
aikyl. 

45. (Original) A compound according to claim 44Vherein R2 is methyl. 
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46. (Withdrawn) A compound according to claim 45 wherein is -NR'C(O)- 
{CH2)mR^ and R', and m are as above. 

47. (Withdrawn) A compound according to claim 46 wherein the compound is Acetic 

acid(5-{[2-(3,5-bis-trlfluoromethyl-phenyl)-2-methyl-proplonyl]-methyl-aminoH-o-tolyl- 
pyridin-2-ylcarbamoyl)-methyl ester. 

48. (Withdrawn) A compound according to claim 46 wherein the compound is 2- 

r.^ (3.5-Bis-trifIuoromethyl-pheny[)-N-[6-(2-hydroxy-acetylamino)-4-o-tolyl-pyridin-3-yl]-N- 
I methyl-isobutyramide. 

49. (Withdrawn) A compound according to claim 46 wherein the compound is 2- 

(3,5-Bis-trifluoromethyl-phenyl)-N-[6-(hydroxyacetyl-methyl-amino)^-o-tolyl-pyridin-3- 
yl]-N-methyl-lsobutyramide. 



50. (Original) A compound according to claim 45 further comprising being a five 
or six membered non-ah^matic heterocycie of the formula 



(I 



\~0' 



or a five or six membered nonW)matlc heterocycie containing one 
j additional heteroatom, selected from N/O or 8 and wherein R'' and o are as 



above. 



51. (Original) A compound according to clairnsSO wherein the compound 
is 2-(3,5-Bis-trifluoromethyl-phenyl)-N-[6-(2,5-dioxc>^^ynT)lidin-1-yl)-4^ 
pyridin-3-yl]-N-methyl-[sobutyramide. 
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52. (Original) A compound-affording to claim 50 wherein the compound 
is 2-(3,6-Bls-trifluoromethyf-phenylH^wtiethym 
o-tolyl-pyridin-3~yl]Hsobutyramide. ^\ 



53. (Withdrawn) A compound according to claim 45 further comprising 
being -N[C(0)-R']2 and wherein R' Is as above. 

54. (Withdrawn) A compound according to daim 53 wherein the 

compound Is cyclopropanecarboxylic acid (5-a2-(3,5-bis-trffluoromethyl- 

phenyl)-2-methyl-propionyl]-methyl-amlno}-4-o-tolyl-pyridin-2.yl)- 
cyclopropanecarbonyl-amlde. 

55. (Withdrawn) A compound according to claim 45 further comprising R^ 
being ~N(OH)-(CH2)mR', wherein R', m and R^ are as above. 

56. (Withdrawn) A compound according to claim 55 wherein the 
compound is 2-(3,5-Bls-trifluoromethyl-phenyl)-N-{6-[hydroxy-(2-hydroxy- 
ethyl)-aminoH-o-tolyl-pyridin-3-yl}-N-methyl-isobutyramide. 

57. (Withdrawn) A compound according to claim 45 further comprising R"" 
being -(CsC)mR^ and wherein m and R""' are as above. 

58. (Withdrawn) A compound according to claim 57 wherein the 

compound is 2-(3,5-Bis-trifluoromethyl-phenyl)-N-(6-ethynyl-4-o-tolyl-pyridin- 
3-yI)-N-methyl-isobutyramide. 
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59. (Withdrawn) A compound according to claim 57 wherein the 
compound is 2-(3.5-Bis-trifluoromethyi.phenyl)-N-[6-(3-hydroxy-prop.1.ynyl> 
4-o-tolyl-pyrldln-3-yl]-N-methyl-isobutyramide. 

60. (Withdrawn) A compound according to daim 45 further comprising 
being -C(0)0(CH2)mR^ and wherein m and R= are as above. 

61 . (Withdrawn) A compound according to claim 60 wherein the 
compound is 5-{[2-(3.5-Bi&-trifluoromethyl-phenyl)-2-methyl-propionyl]- 
methyl-amino)-4-o-tolyl-pyridine-2-carboxylic acid methyl ester. 

62. (Withdrawn) A compound according to claim 45 further comprising being ■ 
OR^ and wherein R^ is as defined above. 



63. (Withdrawn) A compound according to claim 62 wherein the 

compound is 2-(3,5-Bi5-trifluofomethyl-pheny()-N-(6-hydroxy-4^o.toiyf.pyridin- 
3-yl)-N-methyl-isobutynamide, 

64. (Withdrawn) A compound according to daim 45 further comprising R^ being - 
(CH2)m-S(0)R^ and wherein m and R^ are as defined above. 

65. (Withdrawn) A compound according to daim 64 wherein the compound is (RS)- 

2-(3.5-Bis-trifiuoromethyl-phenyl)-N.[6-(3-methoxy-ben2enesulfinyl>4^tolyl-pyridin-3- 
ylJ-N-methyl-isobutyramide. 
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66. (Withdrawn) A compound according to claim 45 further comprising being a 
five or six membered aromatic heterocycle , containing one to four heteroatoms, 
selected from N, O or S and , unsubstituted or substituted by one or more substituents, 
selected from halogen, trtfluoromethyl, lower alkyi, lower aikoxy, cyano, hydroxy, - 
NR'R", nitro, -(CH2)nOR', .C(0)OR', -C(0)NR*R" or-C{0)R', and wherein n, R' and R" 
are as above. 



67. (Currently Amended) A cohq^und according to claim 67 66 wherein the 
compound Is 2-(3.5-Bfe-trifluoromethy>ptTenyl)-N-[6-^ 
' o-tolyl-pyridin-3-yl]-N-methyl"isobuty^amlde^ 



68. (Original) A method of alleviati) 
state treatable by modulation of NK-1 rej 
effective amount of a medicament cont 
claim 1 . 



^e symptoms of patient having a disease 
ir antagonists comprising administering an 
I sufficient quantity of the compound of 



69. (Currently amended) A m e dlcahicnt pharmaceutical composition cQntaining a 
compound of claim 1 and at least one pharrh^eutically acceptable exelpiem carrier . 



(Canceled) 
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